given the relatively low therapeutic index of these drugs. Several methods have been described for analyzing alprazolam, clonazepam, or nitrazepam (e.g., [5-23] ). In most methods based on gas chromatography, the analysis time is short but CVs are mainly >5% [8] [9] [10] [11] . [14, 20, 24] . By using DAD, one can have on-line peak purity information, which is helpful with complex/problematic samples. Even when the spectrum of the coeluting drug is similar to the drug of interest, the detection limit for the coeluting impurity is -5% [25] . In most cases, however, the spectra of coeluting drugs are so different that the detection limit for the impurity will be <1%.
We 
Results
Recovery. To test the efficiency of the extraction procedure, we analyzed absolute recoveries from serum samples supplemented with three concentrations of drugs, using triplicate measurements (Table 1 ). The recovery ranged from 94% to 100% and was independent of the drug concentration.
Precision. analysis of pooled patients' samples (drug concentrations, 20-30 nmoVL), the CV was <5.0%.
Chromatography. Fig. 1 shows the chromatograms from extracted calibrator solutions and normal patients' samples for each of the referred compounds.
Linearity. The linearity of the assay was determined by duplicate measurements of drugs at five concentrations.
The correlation coefficients were all >0.997. Fig. 2 shows the linear regression curves and summarizes their parameters. purposes. Mazhar and Binder [19] , who reported a method for analyzing multiple benzodiazepines and tricyclic antidepressants from serum with HPLC combined with SPE, got excellent separation of drugs, but their limit of detection was higher than We have a routine throughput of 60 patients' samples per working day. The analysis cost for a single patient's sample in a routine series is as low as US $4 (excluding the expense of purchasing the apparatus). We use the extraction columns only twice but, if necessary, use for three or four times is possible without loss of recovery. Ordinarily, sample extraction takes a long hands-on time, but using the automated SPE procedure shortens it. Total hands-on time was -120 mm per routine series of 30-40 samples. As we maximize the throughput, we do not lose reproducibility nor accuracy. The automated sample preparation used in this method minimizes intra-and interassay variation. Unlike previously presented methods [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] [17] [18] [19] [20] [21] [22] [23] , this method offers excellent reproducibility, even at low concentrations. The detection limit is as low as 4 nmollL for clonazepam analysis, 15 times lower than the lower limit of the therapeutic range. For TDM the present method needs only one concentration of calibrator, given the excellent linearity over the concentration range from 1/15 of the lower limit of the therapeutic range to 10 times greater than the higher limit of the therapeutic range (see Fig. 2.) . The analysis time in HPLC is short and, after a few minutes, one is ready to make the next injection. The sample preparation procedure excludes all the tested nonpolar drugs (e.g., phenothiazines and antidepressants; see Table 4 ) that could cause a problem by eluting after 12-15 mm. The use of DAD allows us to check the purity of the analyzed peaks on-line. When 2-5% (at minimum) of a second compound is present, the purity factor (set by the user to detect impurities of 1% ) exceeds the preset value, thus alerting the analyst. 
